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Introduction and methodology

Scope and purpose

The main objective is to ensure the appropriate
use of post-exposure prophylaxis (PEP) following
potential sexual exposure (PEPSE) to HIV as a
potential method of preventing HIV infection.

This guideline offers recommendations on the
potential use of PEPSE, the circumstances in which
it may be recommended, the treatment regimens
which may be recommended and the appropriate
use of subsequent diagnostic tests to measure
individual outcome. These guidelines are intended
to be complementary to the existing DH/EAGA
guidance on PEP.1

It is aimed primarily at clinicians and policy-
makers in sexual health, primary and emergency
care within the United Kingdom, who should
consider the development of appropriate local
pathways. It is likely that this guideline will be
used by voluntary sector agencies in providing
information for individuals who may potentially be
exposed to HIV during sexual activity.

Stakeholder involvement

The development of this guideline included a
writing group with representatives from British
Association for Sexual Health (BASSH), British HIV
Association (BHIVA), Expert Advisory Group on
AIDS (EAGA), Society of Sexual Health Advisers
(SSHA), Health Protection Agency (HPA), the HIV
and Sexual Health Group of the British Psycho-
logical Association, the Terrence Higgins Trust (THT)
and the National AIDS Trust (NAT).

Patients’ perspectives were considered by
involvement of THT, NAT and discussion at a
stakeholder group organized by THT and the
Community HIV and AIDS Prevention Strategy
(CHAPS) conference.

Rigour of development

The guideline is based upon a comprehensive
review of the literature pertaining to PEPSE. The
recommendations are based upon a combination of
biological plausibility, cohort studies, data from
PEP in other settings, and expert opinion. The
recommendations are the result of a series of
meetings of the writing committee and the input
from the consultation process. Prior to publication
the final draft was placed on the BASHH website
and copies circulated to THT, BHIVA, and the
Department of Health for comment and peer
review. After a period of 12 months, any comments
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received were reviewed by the guideline authors,
and acted upon appropriately, before final author-
ization by the CEG was given and publication was
undertaken.

Background

Pathogenesis studies indicate that there may be a
window of opportunity to abort HIV infection by
inhibiting viral replication following an exposure.
Once HIV crosses a mucosal barrier2 it may take
up to 48–72 h before HIV can be detected within
regional lymph nodes and up to five days before
HIV can be detected in blood.3,4

Risks of HIV transmission

The risk of an individual acquiring HIV, following
an exposure, is dependant upon the risk that the
source is HIV positive where unknown (Table 1)
and the risk of the exposure (Table 2):

Risk of HIV transmission ¼ Risk that source is HIV positive

� Risk of exposure�

(�including cofactors such as sexually transmitted infec-
tions (STIs), high viral load and bleeding).

All risk probabilities are for unprotected sexual
exposure; it is assumed that similar risks will exist
where condom failure has occurred.

The probability of HIV transmission depends
upon the exposure characteristics, the infectivity of

the source and host susceptibility. The following
factors may increase the risk of HIV transmission:

� A high plasma viral load in the source (this may
be particularly relevant during primary HIV
infection). Although low or undetectable plas-
ma viral loads probably reduce the risk,
transmission may still be possible.10,15,19,20

� Viral loads in the genital tract normally
correlate with plasma viral loads (it is, however,
possible to have a detectable genital viral load
with an undetectable plasma viral load).20–32

� Breeches in the mucosal barrier such as mouth
or genital ulcer disease and trauma, follo-
wing sexual assault or first intercourse may
increase the risk of HIV acquisition.33–35

Menstruation or other bleeding may also facili-
tate transmission.

� STIs enhance HIV transmission in epidemiolo-
gical studies and increase HIV shedding from
the genital tract. (This may not be the case in
individuals receiving effective antiretroviral
therapy.)35–44

Calculating the risk of HIV transmission

Table 3 provides examples of estimates of an
individual’s risk of HIV transmission if the source
is known to be HIV-positive or of unknown status
according to type of exposure. Cofactors such as
STIs, viral load and bleeding may affect the risk
estimate. Knowledge of local HIV prevalence rates
will clearly assist in calculating the risk of
transmission and therefore developing local policy.

Data supporting the use of PEP against HIV

Animal studies Numerous animal models have
been reported. They, however, are not standardized
and use different retroviruses, size of inocula and
modes of administration. Differences in drug
metabolism between human and animals is an-
other limitation to consider when interpreting these
studies.

A phase I/II clinical trial using PMPA (tenofovir)
for PEP demonstrated that SIV infection was

Table 1 Risk that source is HIV positive

Community group HIV seroprevalence (%)

Homosexual men�

London 20.30

Scotland 3.20

Elsewhere 3.60

Heterosexualsw

(region of birth)

Male (%) Female (%)

UK 0.5 0.2

Rest of Europe 2 0.2
North America 2.9 0.1

Central and South America 2.4 0.9

Caribbean 1.2 1.0
North Africa and Middle East 0.5 0.4

Sub-Saharan Africa 6.9 11.3

South Asia 0.5 0.6

East and South East Asia 0.5 0.7
Australasia 0.8 0.1

Injecting drug users�

London 2.90
Elsewhere in the UK 0.50

�HPA data, 2004. Contemporaneous prevalence estimates can be obtained at:

[www.hpa.org.uk/infections/topics_az/hiv and sti]
wHPA data 2004, HIV prevalence among GUM attendees by world region of birth in

2003. Prevalence rates for exposures outside of the UK or for individuals recently

moved to the UK can be obtained at: [www.unaids.org]

Table 2 The risk of HIV transmission following an exposure from a

known HIV-positive individual

Type of exposure

Estimated risk of HIV

transmission per exposure (%)

Blood transfusion (one unit) 90–1005

Receptive anal intercourse 0.1–3.06,7

Receptive vaginal intercourse 0.1–0.27–12

Insertive vaginal intercourse 0.03–0.0910

Insertive anal intercourse 0.0613

Receptive oral sex (fellatio) 0–0.0413

Needle–stick injury 0.3 (95 CI 0.2–0.5)14–16

Sharing injecting equipment 0.6717

Mucous membrane exposure 0.09 (95 CI 0.006–0.5)18
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prevented following an IV inoculation in 100% of
macaques if administered within 24 hours and
continued for 28 days. As the time to initiation of
PEP increased or the duration of PEP reduced, the
number of macaques protected declined.45 Another
study using PMPA (tenofovir) for PEP in macaques
showed 100% protection against HIV-2 following
an intra-vaginal challenge if administered within
36 hours of the exposure.46

These animal studies suggest that PEP is
potentially effective and that time to initiation
and duration are important. However, not all
animal studies demonstrate a protective effect of
PEP. A study using a combination of zidovudine,
lamuvudine and indinavir offered no protection
following IV inoculation even if initiated within
four hours.47

Human studies Occupational exposure to HIV:
Prospective randomized controlled trials to deter-
mine the efficacy of PEP are not feasible, due to (a)
the ethical problems of withholding a potentially
efficacious treatment and (b) the difficulty in
recruiting a high number of participants that
would be required for such a study. However, a
retrospective case-controlled study among health
care workers occupationally exposed to HIV infec-
tion, demonstrated that a 28-day course of zidovu-
dine was protective, odds ratio (OR) 0.19 (95%
confidence interval [CI] 0.06–0.52%).15 This study
has some limitations including a small number of
cases, cases and controls were derived from
different countries and details of exposure char-
acteristics of cases were collected retrospectively.
Adjustments were needed to take into account the
fact that the likelihood of receiving zidovudine was
related to the likelihood of transmission (size of
inoculum, source patient has AIDS etc.).

These studies suggest that PEP may be protec-
tive. However, there are at least 21 instances where
PEP has failed to prevent HIV infection following
occupational exposure.48 In addition, there is no
human evidence to support any additional benefit
of the use of combination antiretroviral therapy
for PEP. However, ‘absence of evidence’ does

not equal ‘evidence of absence’ and it is argued
that the efficacy of triple therapy in treatment
regimens are much more effective at lowering viral
load than monotherapy, that triple therapy should
be given.

Vertical transmission: Several studies to reduce
vertical transmission may also suggest that PEP
may be protective. In a subset of women parti-
cipating in the AIDS Clinical Trials Group (ACTG)
076 study, who did not receive zidovudine prior
to delivery, where the neonate was given a
six-week course of zidovudine, initiated within
48 hours of delivery, a protective effect was
observed.49,50

Data on PEP after sexual exposure: Again, there are
no randomized studies, which have investigated
the efficacy of PEPSE. However, prospective data are
available from sites where PEP has been evaluated
in this setting with comparisons made with indivi-
duals who did not receive PEP.

In a study of men who have sex with men (MSM)
in Brazil, individuals were given PEPSE supplies
to commence immediately after sexual exposure.
Seroconversions occurred in significantly fewer of
those individuals who utilized PEPSE than those
who did not (0.6% vs. 4.2%).51 In a second Brazilian
study, individuals who presented within 72 hours
following sexual assault were offered PEPSE. HIV
seroconversion occurred in no individual who
received PEPSE, but did occur in 2.7% of indivi-
duals who did not having presented after the
72-hour window.52

Other factors influencing efficacy Other factors
may influence the efficacy of PEP in clinical
practice. Delays in commencing PEP may ad-
versely its efficacy.15,45 Many studies suggest that
the time to initiation of PEP is shorter following
occupational (two hours) compared with non-
occupational exposure (23 hours). This is due to
the fact that occupational exposures (needlestick
injuries etc.) usually occur in the health care setting
where therapy can be accessed quickly. Trust
policies and the availability of starter packs may
improve time to initiation of PEP. PEP may be less
or ineffective if initiated after 72 hours of the

Table 3 Calculating the risk of HIV transmission

Population group and type of exposure
Risk of HIV transmission
(Unknown HIV of source)�

Risk of HIV transmission
(source HIV positive)�

Homosexual men

Unprotected receptive anal intercourse 15%�3%=0.45% 1/222 1�3%=3% 1/33

Heterosexual woman

Unprotected receptive vaginal intercourse 0.1%�0.09%=0.00009% 1/100,000 1�0.09%=0.09% 1/1111

Intravenous drug user

Sharing injecting equipment 4.7%�0.67%= 0.031% 1/3226 1�0.67%=0.67% 1/149

�Risk is calculated using data from Tables 1 and 2 according to the formula: Risk of HIV transmission=Risk that source is HIV positive� Risk of exposure. In many circumstances the

risk of HIV transmission is clearly greater than that following occupational exposure in which PEP is routinely considered: 1/300 for known HIV+ ‘‘source’’ and based on prevalence

where HIV status unknown1
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exposure, but may be considered after this time if
the exposure is ‘high-risk’. In the sexual exposure
setting, ‘failures’ of PEPSE have been attributed to
late initiation, poor adherence, and repeated
exposure to HIV.53

Reports suggest that the prevalence of antiretro-
viral resistance among those with primary HIV
infection and those chronically infected with HIV is
increasing.54–59 Transmission of virus resistant to
one or more of the agents used for PEP may reduce
its efficacy. If drug resistance is suspected in the
source the PEP regimen should be tailored accord-
ingly. Resistance testing of the source may be
considered.

Compartmentalization of HIV, in particular with-
in the genital tract may result in separate virus
evolution or evolution of resistance which may
have implications for transmission. Studies suggest
the virus with replicative capacity can be detected
within different tissue compartments despite opti-
mal viral suppression.60–62 Pharmacological studies
also suggest that antiretrovirals penetrate these
compartments, including the genital tract, to vary-
ing degrees.63–65

Adherence and completion rates of four-weeks of
PEP among health care workers and individuals
exposed non-occupationally are generally poor,
which may impact upon its efficacy.66–68 It is
unclear whether issues other than pill burden and
side effects, such as psychological distress or the
re-evaluation of risk over time influence adherence
and completion rates. A study among 401 indivi-
duals, receiving dual nucleoside therapy for PEP
following non-occupational exposure, reported
completion rates of 78%. Individuals received three
adherence sessions and five risk reduction sessions,
which may account for the improved completion
rates.69

Possible risks of post-exposure prophylaxis

The frequency, severity, duration and reversibility
of side effects and potential for as yet unknown
long-term complications must be compared with
the potential benefit of PEP. Health care workers
receiving PEP frequently report side effects. In one
study, 6/19 (31.6%) of health care workers taking
an indinavir-based regimen required more than
two weeks off work.67

Protease inhibitors, for example, have been
associated with metabolic abnormalities, lipid
abnormalities, insulin resistance and diabetes mel-
litus in addition to gastro-intestinal side effects.
Nevirapine has in the past been used for PEP but is
now known to be associated with significant
toxicity. In one study, almost 10% of individuals
receiving a nevirapine-based PEP regimen experi-
enced a grade 3 or 4 elevation in transaminases
with or without a rash.66 Further more, two health
care workers in the USA developed fulminant
hepatitis; one required liver transplantation follow-
ing a nevirapine-based PEP regimen.70

In those chronically infected with HIV, adherence
to combination antiretroviral therapy is directly
related to virological outcome. Poor adherence of
PEP regimens theoretically may result in the
acquisition of a drug-resistant virus, should the
individual become HIV-infected. This has been
suggested as a risk for subsequent seroconversion
in a retrospective analysis of PEPSE failures.53

Potential behavioural/psychological implications
of offering PEPSE

There are concerns that the availability of PEPSE
will reduce commitment to primary preven-
tion strategies and consequently result in more
frequent high-risk behaviour.71

Some studies provide evidence that the avail-
ability of PEPSE increases risk behaviour. While
most gay men in the USA may not intend to use
PEPSE, younger, less educated gay men may report
greater intentions to use PEPSE, especially if they
had engaged in high risk sexual behaviour and had
a history of intravenous drug use.72

However, other studies provide evidence that
there may be no increase in risk behaviour. The
awareness of PEP was reported to have no effect on
the condom use in serodiscordant couples partici-
pating in a cross-sectional survey,73 while self-
reported risk behaviour significantly decreased
following PEPSE in a Brazilian cohort of MSM,51

another comprising Brazilian survivors of sexual
assault,52 and in two San Francisco Clinics that
provided PEPSE to MSM.74

Some authors have argued that health-related
interventions such as PEPSE may help capitalize on
‘close calls’ to motivate and sustain risk reduction
in individuals who have engaged in risk beha-
viour.75

It is also recognized that individuals may present
in a state of acute anxiety following possible expo-
sure to HIV, and that the administration of PEPSE
may help to alleviate such anxiety. However,
decision-making in this setting needs to consider
the potential adverse effects of antiretroviral
therapy where the risk of transmission is low.

Recommendations for prescribing PEPSE

The writing committee feel it is crucial to consider
PEPSE as only one strategy in preventing HIV
infection and, as such, it should be considered as
a last measure where conventional, and proven,
methods of HIV prevention have failed.

A risk vs benefit analysis should be undertaken
for every individual presenting following an
exposure and the decision to initiate PEP made
on a case-by-case basis. This should consider both
the risk of transmission according to coital act (as in
Table 2) and the risk of the source being HIV
positive (as in Table 1). Consideration should be
given to the possibility of the presenting individual
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having already been infected with HIV, and the
ability to adhere to and tolerate the proposed
antiretroviral drug regimen. The potential exposure
to other STIs and appropriate management for this
needs to be considered alongside consideration of
provision of PEPSE. The wishes of the individual
should be considered at all times.

Situations in which PEPSE would be considered

The use of PEPSE following potential sexual
exposure to HIV is only recommended where the
individual presents within 72 hours of exposure.
Within that time frame, it is recommended that
PEPSE (if given) should be administered as early
as possible. All recommendations are for either
unprotected sexual exposure or where condom
failure has occurred. Recommendations regarding
fellatio are where the partner giving fellatio is
presenting for PEPSE.

Source individual is known to be HIV positive

Receptive anal sex Recommended
Insertive anal sex Recommended
Receptive vaginal sex Recommended
Insertive vaginal sex Recommended
Fellatio with ejaculation Considered
Splash of semen into eye Considered
Fellatio without ejaculation Not recommended
Cunnilingus Not recommended

Source individual is of unknown status�

�Attempt should be made, where possible, to
establish the HIV status of the source individual
(according to appropriate guidance on HIV testing
and consent) as early as possible. There is growing
evidence to suggest that significant cases of PEP
can be averted through assertive HIV testing of the
source individual.76 It is therefore recommended
that strong efforts be made to encourage the
individual to notify their partner where possible,
and for the clinic to arrange urgent HIV testing
of that partner, with appropriate guidance on HIV
testing and consent, as early as possible.

Source is from a group or area of high HIV
prevalence

Receptive anal sex Recommended
Insertive anal sex Considered
Receptive vaginal sex Considered
Insertive vaginal sex Considered
Fellatio with ejaculation Considered

Source is not from a group or area of high HIV
prevalence

Receptive anal sex Considered
Insertive anal sex Not recommended
Receptive vaginal sex Not recommended

Insertive vaginal sex Not recommended
Fellatio with ejaculation Not recommended

High prevalence groups within this recommenda-
tion are those where there is a significant likelihood
of the source individual being HIV positive. Within
the UK at present, this is likely to be MSM and
individuals who have immigrated to the UK from
areas of high HIV prevalence (particularly sub-
Saharan Africa).

Sexual assault: It is believed that transmission of
HIV is likely to be increased following aggravated
sexual intercourse (anal or vaginal), such as that
experienced during sexual assault. Clinicians may
therefore consider recommending PEPSE more
readily in such situations. While the routine recom-
mendation of PEPSE is likely to be appropriate in
high prevalence situations,77 it is likely that the
strength of recommendation and subsequent uptake
will be lower in UK settings unless the ‘donor’ is
perceived to be from a high-prevalence group.

Other factors which may alter the strength of
recommendation: Where factors are present which
are believed to influence the probability of HIV
transmission – presence of concurrent STI, know-
ledge of viral load in the ‘donor’ – the strength
of these recommendations may be increased or
decreased appropriately.

Recommendations for drug regimens to be used

The choice of drugs to be used for PEP is drawn
from those used in established infection. These
include the nucleoside reverse transcriptase inhi-
bitors (NRTIs), the non-nucleoside reverse tran-
scriptase inhibitors (NNRTIs) and the protease
inhibitors (PIs). In addition the nucleotide tenofovir
has shown activity as PEP in an animal (SIV/
macaque) model of sexual exposure45 and is
currently being evaluated in high-risk populations
as monotherapy for pre-exposure prophylaxis.
Other classes of drugs such as entry inhibitors
(T20) will need to be considered as they become
available for established infection. Zidovudine (an
NRTI) is the only drug to date which has been
studied and for which there is evidence of
reduction of risk of HIV transmission following
occupational exposure. It is for this reason that
many consider it to be reasonable that zidovudine
is included in all first choice PEP regimens, unless
there is evidence that the source virus is resistant to
this drug, or that there is significant intolerance.
However, it is theoretically likely that alternative
nucleosides will be equally effective. Some recent
studies78,79 suggest that a tenofovir-containing
regimen may be better tolerated than zidovudine;
therefore, it would be reasonable to offer this as
an alternative either at initial presentation or if
zidovudine-related side-effects occur.

In established HIV infection, combination drug
therapy with at least three drugs is more effective
than monotherapy or dual drug regimens. It is thus
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recommended, when there is considered to be a
significant risk of HIV transmission following risk
assessment, that a triple agent regimen be advised.
Theoretical considerations to support the recom-
mendation of three drugs include the later pre-
sentation of patients for PEPSE and giving drugs
with different resistance patterns as any resistant
virus in the source may be unknown.

As stated above, the use of nevirapine is not
recommended due to the high rates of hepatotoxi-
city and potential for fulminant hepatic failure
when used in this setting.66,70 Efavirenz has a lower
incidence and severity of rash, but this reaction
may still cause anxiety and diagnostic confusion.
Furthermore efavirenz causes short-term psycho-
stimulation, which is possibly less well tolerated in
anxious patients receiving PEP than in patients
with established HIV infection.

The routine use of abacavir is also not recom-
mended. A hypersensitivity reaction is reported in
up to 8% of patients with established infection.
Although the risk has not been assessed in HIV
negative individuals, it is recommended to reserve
the use of abacavir for when first-line treatments
are not thought appropriate.

It is recommended that the choice of antire-
troviral regimen prescribed should follow consi-
deration of local epidemiology of drug resistance,
particularly the incidence of primary resis-
tance which may be increasing in some parts of
the UK.59

Individuals who are already well informed
regarding the safety, tolerability and efficacy
profiles of individual antiretroviral agents may
have their own individual perspective on which
agents they would prefer to rake. Such choices
should, where possible, be respected but may be
affected by the composition of ‘starter packs’, the
possible resistance ‘history’ of the donor, local HIV
primary resistance rates, and must involve con-
sideration of toxicity profiles in the uninfected (as
outlined above).

Recommended combinations

2NRTI#þPI�ðboosted PIþÞ

�Nelfinavir, þLopinavir or fosamprenavir or saquinavir,
#(AZT & 3TC) or (D4 T & 3TC) or (tenofovir & 3TC) or (tenofovir

& FTC).

Other triple combinations in use for established
infection may also be considered reasonable
choices and a number are currently being evalu-
ated in international studies.

If there is evidence that the source patient
has current or past history of treatment failure,
the PEP antiretroviral therapy should be modi-
fied in relation to the drug history and/or to
resistance testing if available. Expert advice should
be sought.

Starter packs As with the guidelines for occupa-
tional exposure,1 it may be helpful to use a starter
pack (3–5 days medication). Should PEP starter
packs be used, suitable combinations would be
Combivirs (zidovudine 300 mg plus lamivudine
150 mg) bd plus nelfinavir 1250 mg bd. An alter-
native to Combivir would be Truvadas (tenofovir
245 mg plus emtricitabine 200 mg). An alternative
to nelfinavir would be a boosted PI such as
lopinavir/ritonavir 3 capsules bd or fosamprenavir
700 mg bd with ritonavir 100 mg bd (or 1400 mg od
with ritonavir 200 mg od). The need for refrigera-
tion of ritonavir and Kaletras may inhibit their use
as starter packs; an alternative strategy may be to
switch to one of these agents after expert review.

This PEPSE regimen can be continued or modi-
fied at initial review within five days, depending
on further information about the source virus and
the patient’s tolerance of the medication.

Side-effects Any of the antiretroviral drugs may
have side effects, which appear to be less well
tolerated in HIV-negative patients receiving PEP
than HIV-positive individuals starting treatment.
Many of these can be managed symptomatically,
for example the use of anti-nauseants and anti-
diarrhoeals with the combination of Combivir and
nelfinavir. Close monitoring and follow-up of
individuals receiving PEPSE is recommended to
manage such side effects and thereby optimize
completion rates.

Duration of treatment The optimal duration of
PEP is unknown. However, animal studies45 and a
case-controlled study of health care workers15

suggest that four weeks is required to minimize
the potential for HIV transmission. It is recom-
mended therefore that four weeks of PEP should be
utilized in the sexual exposure setting (unless
source-testing after initiation of PEPSE determines
that the ‘donor’ is HIV-negative).

Service provision to enable appropriate
use of PEPSE

Given that, for optimal efficacy, PEPSE should be
commenced as soon as possible after exposure,1

24-hour access should be available. As with PEP
following occupational exposure, it is recom-
mended that local policies and pathways be
established to enable this.

It is therefore likely that A&E departments will
be expected to assume significant responsibility for
provision of PEPSE, with the need for support and
training from areas of local expertise. Such areas
are likely to be Departments of Genitourinary (GU)
Medicine, HIV Medicine, Infectious Diseases or
Virology/Microbiology. The training issues are
essentially those outlined comprehensively in the
DH/EAGA guidance on HIV PEP.1
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It is recommended that individuals presenting
for PEPSE should be referred and seen as early as
possible by a clinician experienced in the manage-
ment of antiretroviral therapy and with expertise
in HIV testing and transmission – whether or not
PEPSE is offered or accepted. PEPSE should not
be withheld until such expertise is available.
However, it is recommended that local policies
should include 24-hour access to advice from an
experienced HIV clinician, particularly for cases
where the PEPSE regimen may need to be
adjusted to reflect possible drug resistance in the
‘donor’.

Assessment and initial management of the
individual presenting for PEPSE

It is essential that an appropriate risk assessment is
performed to enable provision of PEPSE according
to the recommendations outlined above.

At presentation, and prior to administration of
PEPSE, the following issues must be discussed
with the individual:

� the rationale for PEPSE
� the lack of conclusive data for the efficacy of

PEPSE
� the potential risks and side effects of PEPSE
� the arrangement for early follow-up with an

HIV/GUM clinician

The use of a consent form is not considered
essential, but documentation must demonstrate
that these issues have been discussed.

It is mandatory that individuals for whom
PEPSE is provided to undertake an HIV test (with
rapid result) prior to, or shortly after initiating
therapy. This recommendation reflects the possibi-
lity of undiagnosed HIV infection, which would
significantly alter the risk-benefit balance of short-
course antiretroviral therapy. It may be possible for
service providers to obtain results more rapidly by
considering newer technologies, such as saliva
testing or rapid serum HIV testing. However, such
testing should follow the conventional norms of
informed consent.

Those presenting for PEPSE must be seen in a
GU Medicine/HIV department at the earliest
opportunity. It is recommended that the individual
be referred to a Health Adviser (or appropriately
experienced health care worker), where the follow-
ing issues can be addressed:

� pre-test discussion (if HIV status as yet un-
known)

� the need to continue with a further four-week
course of PEPSE if the baseline result is
negative

� the need to have a follow-up HIV test at three
and six months

� the side effects of the drugs and the support
available in the clinic and in the community to
help adherence

� the need to utilize generic social support over
the following three to six months

� the need for safer sex for the following six
months

� issues around disclosure
� coping strategies
� For patients concerned about sexual risk taking

health advisers can offer ongoing risk reduction
work or referral to psychology if appropriate.

Follow-up arrangements for individuals
presenting for PEPSE

Regular medical follow-up is necessary for indivi-
duals receiving PEPSE to monitor tolerability and
possible toxicity of the medications. Close follow-
up and encouragement, ideally on a weekly basis at
first, is likely to improve adherence to the treatment
regimen and allow prompt management of any
concerns or complications.

It is recommended that all individuals who
receive PEPSE (and those who decline but have
had significant risk of exposure to HIV) be re-tested
for HIV antibodies at three and six months.

At present there is no prospective monitoring
scheme for individuals receiving PEPSE, but it is
anticipated this may be developed in conjunction
with the Health Protection Agency.

Any adverse events attributed to antiretroviral
medications should be reported via the HIV
Adverse Drug Reactions Reporting Scheme.

Additional management of individuals after
potential sexual exposure to HIV

It is recommended that all individuals presenting
for PEPSE be comprehensively screened for other
STIs at an appropriate time point, in accordance
with the guidelines on screening for STIs (acces-
sible at [www.bashh.org]. It is essential that
Hepatitis B vaccination (and immunoglobulin) be
considered in addition to PEP in accordance with
existing guidance.80 Additionally, the opportunity
should be taken for appropriate risk-reduction
discussion with individuals presenting for PEPSE.

Other issues relating to sexual exposure
to HIV

Dissemination of information regarding PEPSE
to individuals who may be at risk of HIV
transmission

It is recommended that information regarding
PEPSE should be proactively provided to indivi-
duals diagnosed with HIV infection, particularly if
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in a serodiscordant relationship. Furthermore,
uninfected individuals with potential for future
exposure to HIV, should be provided with in-
formation regarding PEPSE in addition to full
discussion of other proven risk-reduction strate-
gies. It is recognized that community-based orga-
nizations will have a large part to play in providing
this information. Consideration should be given to
provision of 24-hour helpline access to enable
individuals to establish whether presentation to
hospital services for PEPSE is appropriate.

Cost-effectiveness of PEP after sexual exposure
to HIV

There is no conclusive data regarding the cost-
effectiveness of PEPSE. It has been argued that the
cost of providing PEP may be effectively spent on
other prevention initiatives.81 However, while the
drug cost of a full 28-day course of PEP is
approximately £600, the lifetime costs of treatment
for an HIV positive individual are estimated to be
between £135,000 and £181,000.82 A retrospective
cost analysis of the San Francisco PEPSE pro-
gramme has shown it to be cost-effective when
used in high-risk exposures and potentially cost
saving when used after receptive anal intercourse
in MSM.83 Subsequent modelling utilizing data
from many US cities84 suggests similar levels of
cost-effectiveness providing PEPSE is targeted to
high-risk exposures consistent with those recom-
mended within these guidelines.

Management of individuals who repeatedly
present for PEPSE or with ongoing risk behaviour

There is also a concern regarding repeat users of
PEPSE. However, once again, there is no data
suggesting that a significant number of individuals
will utilize PEPSE repeatedly, perhaps due to the
aversive nature of the medications. It is therefore
recommended that individuals be considered for
repeat courses of PEPSE according to the risk of
HIV acquisition at the time of presentation,
particularly if their circumstances suggest this to
be appropriate (commercial sex workers, serodis-
cordant couples, inability to control the preventa-
tive behaviour of their partners). However, it is also
recommended that repeat attenders be strongly
encouraged to discuss these issues with a Health
Advisor and/or Psychologist.

Individuals who present more than once a year
for PEPSE, who do not otherwise have prevailing
circumstances for doing so, are of greater concern
and should be referred at an early stage for
discussions around their safer sex strategies. They
should still be considered for PEPSE if the current
risk circumstances clearly indicate a need for this,
but that this is conditional on their attendance for
discussions around future safer sex strategies.

Qualifying statement

The recommendations in this guideline may not be
appropriate for use in all clinical situations.
Decisions to follow these recommendations must
be based on the professional judgement of the
clinician and consideration of individual patient
circumstances and wishes. It should be acknowl-
edged that use of any antiretroviral agent in this
setting is an unlicensed indication.

All possible care has been undertaken to ensure
the publication of the correct dosage and route of
administration. However, it remains the responsi-
bility of the prescribing physician to ensure the
accuracy and appropriateness of the medication
they prescribe.

Applicability

The provision of PEP following sexual exposure
requires consideration of appropriate pathways of
care between GU medicine/HIV clinicians and
those providing access to emergency and primary
care in order to ensure PEPSE is administered
both appropriately and in a timely fashion. This
will require local interpretation of this guideline
and will most likely involve a degree of orga-
nizational change and provision of additional
resources.

Auditable outcome measures

� Proportion of PEPSE prescriptions that fit
within recommended indications: aim 90%

� Proportion of PEPSE prescriptions adminis-
tered within 72 h of risk exposure: aim 90%

� Proportion of individuals completing four-
week course of PEPSE: aim 75%

� Proportion of individuals completing three-
and six-month post-PEP HIV antibody test:
aim 60%
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Appendix: Example of PEPSE proforma (courtesy of Paul Bena, Camdan Primary
Care Trust)

Sticker

Patient

PEPSE DISCUSSION PRO FORMA 

Name ……………………………………………..DoB ……. /……. /…….  

Address……………………………………………………………………… 

Date of PEP discussion    ……. /……. /……. 

Name of Health Adviser  …………………………………………………… 

Name of Senior Doctor   ……………………………………………………. 

INCLUSION CRITERIA          
Date of sexual exposure                          ……. /……. /……. 

If No then patient should be informed that PEP is unlikely to be effective this long after exposure, but refer to Dr if patient wishes to continue.

• Type of 
exposure……………………………………………………………………… 

• Was it protected?                                                        Yes / No 

• Was the sexual partner HIV positive?                        Yes / No / Unknown / High 
risk category 

If No then PEP is unlikely to be needed as the liklihood of actual risk of HIV transmission is low see table.

• Did unprotected anal, vaginal sex, or 
      receptive oral sex to ejaculation occur?                    Yes / No 

If No then PEP is unlikely to be needed as the risk of HIV transmission with most oral sex or non-penetrative sex is small.

2. Details of risk partner: 

• HIV status of risk partner: 

[      ]    Definitely known HIV +  (well known to patient or partner here and confirms status)  

[      ]    Probable HIV +                 (patient told by contact by someone else) 

[      ]    Unknown HIV status        but high risk group, specify 
………………………………. 

[      ]     Probably HIV negative   (patient told by contact) 

[      ]     Known HIV negative     (Patient knows partner and is certain he/she is HIV negative) 

[      ]     Unknown HIV                but low risk, specify 
………………………………………... 
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RISK ASSESSMENT

2. Prior HIV risk of patient: 

• Has the patient tested HIV negative in the past?                     Yes / No 

• If Yes give date of last test                                                        ……. / ……. / 
……. 

• Approximate number of partner with which patient has had UPSI since last HIV negative test (or even if no prior HIV test)  

0 1 2 3 4 5 6-10    11-20            20+ 

• Most recent date of UPSI 
(excluding that for which PEP considered)                              ……. / ……. / ……. 

• Has the patient ever been at risk of HIV 
Infection via blood to blood contact 
(e.g. sharing needles, accidents, etc.) since last HIV test?        Yes / No 

3. Nature of Contact 

If there is more than one date of potential exposure within the last 7 days, or more than one partner, please give
 details for each on a separate form 

Sexual activity Condom intact Condom 
accident 

No condom 
used 

Internal 
ejaculation 

Oral sex, 
patient 
insertive 
Oral sex, 
patient 
receptive 
Vaginal sex, 
patient 
insertive 
Vaginal sex, 
patient 
receptive 
Anal sex, 
patient 
insertive 
Anal sex, 
patient 
receptive 
Other 
perceived risk 

• Does the partner attend MMC     Yes / No – if Yes request notes for senior doctor

Name of risk partner ……………………………………….DoB ……. /……. /……. 

MMC Clinic Ref. Of partner (or address) …………………………………………….

…………………………………………………………………………………………. 
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